APPENDIX A - PENDING CLAIMS 

, A composition composing a pep.ido-m.met.c of a carbohydrate ligand 
of an adhesion molecule in a physiologically acceptable earner 

2 . The composition according to claim 1, wherein said adhesion molecule 

is a selectin. 

3 The composition according to claim 1 , wherein said ligand is a Lewis 

antigen 

4 The composition according to claim 3, wherein the Lewis antigen is 
selected from the group consisting of SA-Le\ SA-LeX, and LeY 

5 The composition accordmg ,0 claim 2, wherein sa.d adhesion molecule 
is E-selectin and said ligand is SA-Le' or SA-LeX 

6 The composition according to claim 5, wherein said peptido-mime.ic is 

selected from the group consisting of: 

ASAVNLY1PTQE SEQ ID NO 84, VYLAPGRISRDY SEQ ID NO 85, 
VYLAPGRFSRDY SEQ ID NO 86, CTSHWGVLSQRR SEQ ID NO 87, 
RVLSPESYLGPS SEQ ID NO 88, RVLSPESYLGPA SEQ ID N0 89, 
VGNGVLMGRRG SEQ ID N.O90, RVLSPESYLGPA SEQ ID NO 92, 
GNCRY1GLRQFG SEQ ID NO 93, DIRVEPGGGYTH SEQ ID NO:94, 
AP1HTYTGRARG SEQ ID NO 96, and RHTCVRSCGHDR SEQ ID NO 97 
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7 The composition according .0 claim 4, wherein said Lews antigen is 
L e Y and sa.d pe P ,tdo-m,me,,cs are selected from ,he group consisting of 
TKRPDLIVDP.P SEQ ID NO .98. DEVRPDLISTEE SEQ ID NO 99, 
NLRPKYiXLDAD SEQ ID NO 100, and TUAFADLVDV. SEQ ID NO ,0, 

g The composition according to claim 4, wherein said Lewis antigen ,s 
SA-Le- and said pep„do-m,me„cs are selected from the group consisting of 
VGIWSVVSEGSR SEQ ID NO .02, RCSVGVPFTMES SEQ ID 
QDGVWEHVLEGG, SEQ ,D NO ,04, DLWDWVVGKPAG SEQ ID NO 1, 
VELSGRGGLCTW SEQ ID NO 105, VIGAASHDEDVD SEQ .D NO: 106, 
TIEPVLAEMFMG SEQ ,D NO: 107, DKETFELGLFDR SEQ ID NO .08. 
FSGVRGVYESRT SEQ ID NO .09. PDDAPMHSTRVE SEQ ID NO 
STGLMVDFLEPG SEQ ID NO 9,, AKTFGLEHGCEA SEQ ID NO 95, 
GGTVEVWS.KGG SEQ ID NO: ,. 5, DHFSQAGSSNHH SEQ .D NO: . .6 
DDPVTPVIDFGK SEQ ID NO 1 17, AND RDGLIDFVVAGT SEQ ID NO , 

The composition according ,0 claim ., wherein said P ep«ido-m,met,cs 
modified .0 enhance s.abi.ity or enhance adhesion molecule binding 

, o A method of modulating binding of an adhesion molecule to a 
carbohydrate hgand, the method comprising contacting the adhesion molecule w,,h a 
peptidlmetiC which corresponds to the carbohydrate ligand, wherem binding of the 
adhesion molecule to the carbohydrate ligand is modulated. 

, , The method according to claim 10, wherem sa,d adhesion mo.ecu.e is a 

selectin 

12 The method according to c.aim 1 1 , wherein said ligand is a Lewis 

antigen. 
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, 3 * m e t hod of moduiatmg adhe 5 ,on of a tumor cell to a b.nding partner, 
,h« method comprising contacng the tumor ceil wth a pep,,do-m,met,c of a 
loMrate hgand. where.n the pep„do-m,met,c —s adhes.on of the tumor cel, 

to the binding partner 

, j j;notnrlaiml3 wherein the binding partner is an 
14. The method according to claim 1 * , w 

adhesion molecule on an endothelial cell 

, no tn rlaim 14 wherein said adhesion molecule is a 
15 The method according to claim it, wi c 

selectin. 

16 . The method accordmg to claim 1 3. wherein said ligand ,s a Lews 

antigen 

17 A method of treating cancer in a mammal, the method comprising 
a dm,n,s,er,ng an effective amount of a pe P „do-m,met,c of a carhohydrate «* 
mamm ai, where.n adm.mstrat.on of the pepttdo-mmrettc reduces — " 
ceils to endo.he.iai ceUs in the mamma,, thereby reducmg metastasis of the cancer 

18 The method according to ciatm ,7, wherem said ligand ,s a Lewis 

antigen. 

, • n whprpin said tumor cells have an 
20. The method according to claim 1 7, wherein saia xu 

adhesion molecule or the surface of the cell. 

, i x n „ tn rlaim 20 wherein said adhesion molecule is a 
21 The method according to claim zu, wncic 

selectin 
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„ A method of inhibiting an mflammatoo' response in a mammal the 

onHntViHial cell with an effective amount of a 
method comprising contacting an endothelial cell wit 

peptido-mimetic of a carbohydrate l.gand 

The method according to claim 22, wherein said l.gand is a Lewis 



23. 
antigen 



25 A me.hod of identifying a peptido-mimetic of a carbohydrate hgand 
wh ,ch affects the binding of the carbohydrate hgand to a binding partner, the method 
comprising the steps of ^ ^ pamer a pepudomimetic and 

(b) comparing the binding of the binding partner of (a) to the 

contacted with the pep.ido-mimetic to the carbohydrate hgand, 

w hereinachangeinthe.evelofbindingof,heb,nd,ngpar«ner 

contacted with the peptido-nnmetic to the carbohydrate hgand compare d ^ 
of binding of the binding partner no. contacted with the pep„do-m,me„c w, h the 
carbohydrate hgand ,s an indication that the pep,—,, affects the binding of the 
carbohydrate hgand to the binding partner 

26 The method according ,0 Cain, 25 wherein the binding partner is an 

adhesion molecule 

27 The me.hod according to Cain, 26. wherein sa,d adhesion molecu.e is a 

selectin. 

28 The method according ,0 Cairn 25, wherein said ligand is a Lewis 

antigen 
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„ The me.hod according to claim 25 wherein the carbohydrate l, g and ,s 
locate ; o „ the surface of a tumor cel, and the b ,nd,n g partner ,s E-*>, and where, 
an S e in the level of b ,nd,n g of the E-se,ec„n contacted with the pep„do-m,met, 
h ! „d on ,he ,umor cell compared w„h ,he level of b ,nd,n g of- ***** which 

Contacted w,,h ,he » - — « - — 

, nd ,ca,,on tha, the pepudo-mmtetic affects the b,ndi„ g of the tumor ceU to E-se,ec„n 

30 A method of identifying a pep,,do-mime„c of a carbohydrate hgand 
which affects an g ,o g enes,s, the method compns,n g the steps of: 

(a) con,act,n g a primary cap.llary endothe.tal cell w„h a pept.do 

m ' met ' Cand (b) compann.thecap.arytuheformat.onofthecenwtththe 
cap , Ua „ ,u b e formauon of a primary canary endothelial eel, which ,s no, contacted 

capillary endothelial cell contacted wth the pept,do-m,me,,c compared wth the level 

, Ly tuhe formatton by the prima, capillary endothelial cells no, contaCed w,,h 
he p p„dom,me„c ,s an ind,ca„o„ ,ha, ,he pep.ido-mtme.ic affeCs ang,o g enes,s 



31 

antigen 



The me,hod according to cla.m 30, wherein the li g and is a Lewis 



32 A me,bod of identifying a peptido-mimetic which affects adheston of a 
sel ected cell to an endothelial cell, the method comprising the steps of 

(a) contacting an endothelial cell with a pep,ido-m,me,ic of a 

Ca " te T a — ng the b,nd,n g of the endothelial ce„ <a> to the seleced 
ce „ „„h the b,nd,n g of an endothelial eel, no, contacted w„h sa,d peptido-m.me.iC said 

selected cell, 
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„here,n a change in the level of binding of the endothelial cell (a, to -he 
se ,ec t ed c... compared w,,h the level of b ,nd,„ g of .he endothelial cel, no, con.ac.ed 
"e P e pt ,do I,me,,c .o the selected cell, ,s an indication tha, the pep„do-m,met,c 
affects binding of .he selected cell ,o the endo.hehal cell 

The method according to clamr 32, wherem the selected cel. ,s a tumor 



cell. 



34 The method according to claim 33, where.n sa.d endothelial eel, ,s a 
human umb,„ca, cord vein endothelial cell (HUVEC, and wherein sa.d ligand ,s a 
Lewis antigen 

35 The method according to claim 32, wheretn the selected cell ,s a 

neutrophil 

36 A method of identifying a pep«,do-m,met,c of a carbohydrate hgand 
which inhibits or reduces the inflammatory process, the method comprising the steps 

(a) administering an inflammation-inducing substance into a 
mamma '' (b) ad m,n,stenn g an effective inflammatory inhibiting dose of a 

peptido-mimetiC of a carbohydrate ligand to said mammal, and 

W (6) companng a characteristic of inflammation of. he mamma, 

receiving said pep,, d o-m, m e.,c with the same character.s.ic of mflamma.ion in a 

C on.rol mamma, which received only said inflammation-inducing substance, 

where,n a significant difference in said characteristics of both — 

is an indication that the peptido-m.me.ic affects said inflammatory process 

37 The method according .o claim 36, wherein said charac,ens„c is 

neutrophil influx 



38 The method according to claim 36, wherein said characteristic is 
peroxidase activity. 

39 The method according .0 claim 37, wherein a lower level of neutrphil 
influx In .he mammal receiving said pept,do-mime,,c when compared .0 said control 
mamal ,s an indication that the peptido-mimetic inhibits an inflammatory response 
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antigen 



The method according to claim 36, wherein said ligand is a Lewis 



4 , A method of producing peptido-mimetics of a Lewis antigen comprising 
the steps of 

(a) screening a random peptide library, the peptides expressed as 
fusion proteins on the surface of bacterial clones, with antibod.es specific for a Lewis 
antigen or an E-selectin immunoglobulin fusion protein, and 

(b) selecting clones which bind the antibodies or fusion protein, the 
clones producing peptido-mimetics of said Lewis antigen 

42 The method according to claim 1 7, wherein said peptido-mimetic is a 
peptido-mimetic of a carbohydrate ligand of an adhesion molecule in a physiologically 
acceptable carrier. 

43 The method according to claim 22, wherein said peptidomimetic is a 
peptido-mimetic of a carbohydrate ligand of an adhesion molecule in a physiologically 

acceptable carrier 



7 



